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In this issue of Blood, Fares et al 1 demonstrate that endothelial protein C receptor (EPCR) is a reliable marker of human cord blood (CB) hematopoietic stem cells (HSCs), both from uncultured cells and those expanded with UM171, a pyrimidoindole derivative previously shown to expand CB HSCs. 2 T hese studies build on 2 prior observations, that exposure of CB-derived CD34 1 cells to UM171 leads to a rapid induction of EPCR expression both at the messenger RNA and protein levels 2 and that EPCR expression can be used to identify murine HSCs, 3 Activated kinases in ALL: time to act
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In this issue of Blood, Reshmi et al 1 report a study that defines a protocol for identifying kinase-driven high-risk (HR) features, known as "Ph-like" expression profile, in patients with acute lymphocytic leukemia (ALL). Revealing the underlying genetic aberration allows better prognostication and may point to potential therapeutic options for specific patients. Originally identified in pediatric patients, this Ph-like or kinase-driven ALL (KD-ALL) subtype has also been found to be common among adults. 2, 3 The journey to the routine identification of these kinase-activating genetic alternations started 8 years ago and required extensive efforts and use of different laboratory methods to become feasible. The most important take-home message from this work is that the time has come for routine screening for kinase-activating alterations in ALL. Although this study is published before clinical outcome data of the patients enrolled in the Children's Oncology Group study have matured, the clinical significance of identification of KD-ALL is well established. 4 Reshmi et al confirm the complexity of the genetic alteration map of these potentially targetable aberrations. The authors also provide a working diagnostic paradigm starting with a simple gene expression screening test, which reliably identifies patients in whom genetic testing for kinase-activating alterations is futile. Of 202 patients whose suggested score for screening was below 0.5, only in 1 was a potentially targetable fusion detected (HOOK3-FGFR1 genes 
